The role of peroxynitrite (PN) as a mediator of nociceptive signaling is emerging. We recently reported that the development of central sensitization that follows the intraplantar injection of carrageenan in rats is associated with spinal PN synthesis. We now demonstrate that a significant pathway through which spinal PN modulates central sensitization is post-translational tyrosine nitration of key proteins involved in the glutamatergic pathway, namely glutamate transporter GLT-1 and glutamine synthetase (GS). We also reveal that spinal activation of the N-methyl-D-aspartate (NMDA) receptor provides a source of PN in this setting. Intraplantar injection of carrageenan led to the development of thermal hyperalgesia as well as nitration of GLT-1 and GS in dorsal horn tissues. Pretreatment with the PN decomposition catalyst 
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The role of peroxynitrite (PN) as a mediator of nociceptive signaling is emerging. We recently reported that the development of central sensitization that follows the intraplantar injection of carrageenan in rats is associated with spinal PN synthesis. We now demonstrate that a significant pathway through which spinal PN modulates central sensitization is post-translational tyrosine nitration of key proteins involved in the glutamatergic pathway, namely glutamate transporter GLT-1 and glutamine synthetase (GS). We also reveal that spinal activation of the N-methyl-D-aspartate (NMDA) receptor provides a source of PN in this setting. Intraplantar injection of carrageenan led to the development of thermal hyperalgesia as well as nitration of GLT-1 and GS in dorsal horn tissues. Pretreatment with the PN decomposition catalyst Peroxynitrite contributes to the development of inflammationderived hyperalgesia by acting peripherally and centrally [37, 59] . These studies revealed that peripheral formation of PN contributes to hyperalgesia by favoring production of several proinflammatory cytokines and by increasing the production of prostaglandin E 2 [37, 59] . The important role of PN as a nociceptive mediator was underscored by findings that intraplantar injection of PN in rats evokes thermal hyperalgesia and inflammation with a rapid onset and long duration of action [37, 59] . The mechanisms whereby PN contributes to central sensitization remain largely unknown and form the scope of the current work.
Dysfunction of the glutamatergic pathway is a key component of central sensitization [16, 23, 29, [62] [63] [64] . Critical to the present study, are the findings that PN nitrates glutamate transporters (GTs), in particular GTL-1 and glutamine synthetase (GS) with nitration being intimately linked to inactivation of the biological function of such proteins [9, 18, 32, 56, 57] . These findings have important ramifications since inactivation of such proteins en-
